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(54) Title: MEDICINAL COMPOSITION 

(54) %*R<D&ifc: mmmmwi 

(57) Abstract: A medicinal composition which comprises: a medicinal ingredient comprising, e.g., 4-(3-chloro-4-(cyclopropy- 
lamino-carbonyl)aminophenoxy)-7-methoxy-6-quinolinecarboxamide, a salt thereof, or a solvate of either; and (i) a compound 
whose 5% (w/w) aqueous solution or dispersion has a pH of 8 or higher and/or (ii) silicic acid, a salt thereof, or a solvate of either. 
It is a highly stable medicinal composition in which the decomposition of that compound under high-humidity high-temperature 
storage conditions or surface gelation of the medicinal composition has been reduced to a sufficient level. 
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O^ifflV^^^-C^, 0l£L<tel. 2^»~3. 5^*fflV^ 0 H^g^LT^ 0»J 

£tL&V^ 0;§:L<teXJf<DlO~3Of§*, j;*90^b<f*2Of§*fflV^ o ft 

, 1 : 1~1 : 5-e$>«9, 0*lXt*l :4"Cfc5 0 JPHfttaffitt^lCffillS^n^V^d^ 0^b< 
^50°C~100°C-efe«9, i«9^L<{*60 o C~80°C-e^ o iPHftiaS*^15 < C#jff 

*-c<£>#*pra\ io^~6^r^-efT 0*L<^iB#r^^^2B#r^-efc6o 

[0052] ^Hi(F) ^oV^Tte, 4- (3-ynn-4- (i/pu^tt/UT^SX/Vtf—A^T^S 
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[0055] ( )3 ) 4- (3-^pp-4- (v-^n^ntWT^/^/V^^ >V)TKT7=./* 
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[0056] J^Hi ( j3 ) 4- (3-^nn-4- (^d7nt>75y*/^^) T577^ 
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1. 5~l:2^fe§ 0 7K<Difi#^fj!IJPS$toV^S^ ^;£L<teft^<Dl/10~l/ 
30, J;«9$f*L<^l/20fflV^ o MMS^#f^JPS^tL^V^S N ^L<«50°C 

6 m m xn 5 ^ t & x% ,0 2 n# a ^4 h# -e&s 0 

[0057] rc^^/V^^-^^O^^/V^/V/^^^KfP^O^^B^, 

t-cM, mmm&jmx., ^(Dmm&o°ctix^mir%-txmz>z-tmx$z> 0 mts^ n 

M^V^^I?^ 0^L<«1. 2^*fflV^ 0 

m&m^^^t&x^Zo nmm^mam^mm^ti^^, 0*l<«s«o5~2 

r^p^'^-e^, 0^b<«2iu^ftT^p^ o ~<dj^\ intm^p^^* 

*5j:t^2[ll g ^Px.S^4(^Ml:bi:L-r{i. 1 : 1-3: lXfo<9, 0^<l^3:2X 
»?aS«#t-f|jlJPS$tL^V^^ 0£L<te5O o C~7O o C-e&«9, £«90*L<te 



WO 2006/030826 18 PCT/JP2005/016941 

[0058] 

(iO ^mb< \^(Dm.wtn^rib(Dmmmm 

[0059] /^*d\ 5% (W/W) 7K^*fc{i!il?SIR(DpH^8W_h^^5^^^, 

[0060] gt^»b-m, g^-^^^ ^Hb^v"^ mfc-rvw^ v^m^m 

[0061] ^VHb^iH^I^LT^, gf**^i, Mzk^f^k». ^f^/V^A, ^ 
[0062] ^PJ(D|S^m^t-», ^(l)-e^$tv§{^^b<{^^*fcfi-?:^^ 
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[oo63] mnmtvxn, w%.&. ?ut, zf\*vm. ^—>^y—^, -v^-h— y 

/Mfb— /K f-y^y^ aftf^y, f^hV>, i^ir/n^— ^ mWM7k^r4 

[0064] Ifr&fflbLXYS:* Mx.it, y$y}£=.;VT/V=i—/V, ^f/Vt/Vn^, xf/v-fe/m 
— ^ Ty\?T=?J*. h7#>k Hy^y, i/^y?, tVn^zfn^/V^/V^jVxi 
— tKn^r^^ntWir/vti— ^;u#^^f/v-fe^o- ^b])yJ>>, tf?ytf ~ 

[0065] ^K^LT^ 0!l;Ui, ^Ty^^^v"^ XTTVlstefiA^VJ*. 7^? 
[0066] JftSg^LTfct, 0tRtf, Sgi&ir/vn— i£5^>\ ^#/Vv"^ ^ 

[0067] ^^J^LTti, {SM^StKndriy^ntVv-fe/vn— ^ 2JjM$^*<?A>xjr— 

[0068] ^fe^j^b-c«, m%j&. =~mikm, n&=~m4tm, #^</k # - 
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[0069] »5fe«^JiUTtt, 337*. feSt^Sr^ 

[0070] ?ufc#j*fcrajfLB^t£#j£LT}2. 0H*.ri, ^ry/vby^y— /iyr^>\ ^y/v 

[0071] iiilllJiLtft, #l;Ui, atfya^Vl^ya— /K ^ntV^yn-;p, ^ 

#^<>^/K m^y— /K awn- /v, hyo-^y— /lyr^f, ^ii^hy^^, y 

[0072] H^^LTte, ff)fE#fi^tt^iJ(D^^\ fllfcri* aJfytr^/WT/V-a— /K 

[0073] ^3&ffc2RI£lyr}3\ 0aa.fi, y*h*v"m, mty-hVy^ -r^b— /K y/Mfh— 

[0074] ^w^lt^, mfi, yy^, gt^^ y^^&^<««« 



[0075] Bfrjfifaiwyctt, 0!lx.f^ y^vw-*^^ yntvw^^y, ?uuzf#;—;v, ^ 



[0076] jfcM&fb&ifciyra, 0ua.fi, mmm^ r^/v^m, « -h^^n— 
ff3^^-e#5 0 

[0077] Elftlj&ftFi. fS#r!k IDKCSI. ^ir/H^ yny^J, hn-^Rk 

BLMB©J:5^nSI;*l*2!U BS^c#^J, ^-y°^J, j&HBSL ^A&k 

30, ^Vy°^J, ti^a^M(DX^j:^mM^ta^mMM^ir^t^X^ 0 ftPi 

[0078] *WB#Jfi, _hfE»^J(D5^, #t-W^J, I^^J, ft&ftMU fUmk 
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[0079] ^mm^mmm^^m^mti^x^ ^<Dm^m^mmx^, m*.t£& 
m&wm~rz>M&fe. mn^T^, w&*^y7, mm^rvf, w&xrv?, 

ffoXh£.^\ 

[0080] fffM^^y^^-Cte. &m^X&Q8fflit8£& 

x&m^^yy&mmirZo ^<o^ ^<u—^/vm^m^^xw&:^^y^m\ m 
MM&£TfmnM&w<i}u\^xio/20L¥>'y* ; 7— mx^m^^y^m 

[0081] fcjjs, ffim&x^yy°Km^xmMM&£Tfffi&M&U-&irZ>M\^ ^tbM?M 

y°tmm^^yy°(Dm 5Ly-^7*7—^^—m&m^'U^^yy°&miMisX 

[0082] ^mm<Dmmm^(Dmmmnm^ ^m, ^^m^x'om^^, m&vfcft 
tux, mftfitAiz. ioo » s jb^io s &i b \zim&&ttiz&m\z&ttxvm'? 

[oo83] ^mm^mmmmm-z, ±Lmm^mmnt\,xm^>xmmxm, ^mmmm 
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[oo84] ^mm^mmMm^mmmtvxm^^m^; mmtvx, m^mm 

[0085] *fc, ^c5IM©ESKI#i^*»tt^ 3&v ^-Kit^— - tf MtfgtfeSr^U c-Kit^r^ 

mm. gist, pus, mmm, wmpmfam&ftttmm) km 
tt&QtmtLxftm-zib&o &&m<om3&&j8/&iz. c-Kit^— -t?^ 



[0086] J^T, ^»!l^J;t^^»!lt3:S^^0^^^^*f*^)^lft0^i-5^ N jzftw 
[0087] Bfg«KISI&/ifc#) ©SKS 

a^HB02/32872^N^^5/h^fBife(D, N- (4- (6-#/W^ 

- 7 - p<h^ - 4 - ^c/V M ^r^y - 2 - ^nn7x^/V) h ( 1 7. 5 

g, 37. 7mmol)^N, N-^^/l^/VAT5K(350mL) &£|§$?U ^it#B^T 
^T^J^I^^iX^n^ntVVT^^Ce. 53mL, 94. 25mmol)^Px., ^iST?— Bfe 
8H$Ut> ££j£$:^k(l. 75L) ^P£., «#Lfc 0 WmbfcfeM^ H ^^bT, * 
SfciL 70°C-C50^F^^:ML/c o #^tLfcffi.^^ B ^^/-/K300mL)^Px., #tJ3 

o^FMif&M^LT^^ mwr^x-m^nxmn^x^vtc 0 

Wmb^^ H ^«bfcm, S^lf^U $^^70°c-e8B#^^b-c, fulfill 

12. 91g, 80. 2%)£#fc 0 
[0088] (Mt^M2) 4-(3-^nn-4-(^n^ p ntVVT^y^/V^/V)T^y^y^riX) 
- 7 - ^ - 6 - / y ^/Vtf^lKK^Mit (2) 
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Mb3] 



CI 




4— — 3 — ^nti^aiy— /H23. 7g)£rN, N-^^/l^/VAT3;R(100mL) 
fcl!R»U 7K^Tt°y> ? ^(23. 4mL)^JP;ifcfL 20 < C£*TWnndf ! &:7;n~/K2 
3. 2mL)£ffiTUfco ^?a^-C30^^ft#O^, zK(400mL), @^^^M300mL 
X 6N-HCl(48mL)^Px.*#(D^, ^4M^PtlWc 0 ^TM^10%^*(200 

^^46g^@#:^LT#fc 0 

*H-NMR Spectrum (CDC1 ) 6 (ppm): 5.12 (lh, br s), 6.75 (1H, dd, J=9.2, 2.8 Hz), 6 

3 

.92 (1H, d, J=2.8 Hz), 7.18-7.28 (4H, m), 7.37-7.43 (2H, m), 7.94 (1H, br s) 
[0089] (2) 1- (2-^nn-4-tKn^7i^;V) -3-^d^ntVv>l/T<Z)M^ 
MM 



ci 




^m^/V N- (2-^nn-4-tKP^7x-;V)*- r-£r. N, N-i/^ 
/V*/VAT5K(100mL)^|§ft?U 7K?^Ti/^n7 0 ntVVT5^(22. 7mL)^Px.. ^ 
?a^T^^*#bfc 0 7k(400mL\ |ft^^/K300mL\ 6N-HCl(55mL)^Px.T 
8H$tf>^ W^S^glbfCo W^«^10%^^(200mL)-t?2[U^(D#, ffi 

iSU WMit&%22. 8g£#fc 0 (4-T^/-3-^nn7xy- /V^^(DlR^77%) 
'H-NMR Spectrum (CDC1 ) 5 (ppm): 0.72-0.77 (2H, m), 0.87-0.95 (2H, m), 2.60-2 

3 

.65 (1H, m), 4.89 (1H, br s), 5.60 (1H, br s), 6.71 (1H, dd, J=8.8, 2.8 Hz), 6.88 (1H 
, d, J=2.8 Hz), 7.24-7.30 (1H, br s), 7.90 (1H, d, J=8.8 H) 
[0090] (3)4- (3-^no-4- (,ly^n^nM 0 ;VT^/^i;V^=^;V)T^jy^.J^iy) -7-^ 
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h^ri/ - 6 - ^y y ^#/l^rlKK<D§£it 

v?y^vK*/V/}^>K(20mL) 7-yh^-4-ynin^/y^-6-;M^r1^ 
^K(0. 983g), 1- (2-^13-4-^13^^— /V) -3 -^n^ntVl^^WJ 
(1. 13g)*5j;U«^ir^^(2. 71g)^Dx., 70°C^-C23B#^»«#Lfc o ££ 

<K»1. 56g^#fc c (iW88%) 
[0091] (Mit^!j3) 4- (3-^nn-4- (v'^aT'PW^*;^ /k) T^y^y^v-) 
-7-^h^-6-dfyy^/V^^K(^Mit(3) 

^#ffl^T, HJ^^^^7-^h^>-4-^riridryy>'-6-^/V^i^5K(5 
. OOkg, 21. 13mol), >W/l^/M*3r^K(55. 05kg), 1- (2-^nn-4-tKo 
^r^^/k)-3-^n^°titV^^T(5. 75kg, 25. 35mol) ^iU^y^t- 
^>drv/K(2. 85kg, 25. 35mol) ^JlR^Ab^o -^(D^, 20°C-C30^-«#U ^ 

<z>iL 2. 5i^;WT^jt£65r «i2#£^c 0 rsi^s-ei9B#^«#bfc^, 3 

3%(v/v)T-fe}^7k(5. OL)3oJ;u^k(io. ol)^3. 5B#Pb1;W-CMTU5: 0 IT 

^Tl£, 60°C-e2B#rHW#U 33%(v/v)Ti?h^7k(20. 0L):JoJ;U^k(40. OL) 
^55°C^_h-ei0#r^^^tnTbf' o 40°C-ei6B#^ft#bfc^, #f ftU^^ 
^^j£^ii^fflV^-C^U 33%(v/v)T-feh^7k(33. 3L),tK(66. 7L)*5j; 

U?Tirh^(50. 0L)^1K^|^ H £^Uc: o rnhntd^^^^/v^M^mm 

SrJBVvC. 60°C-C22B#^^U tlfB^^)7. 78kg^r#/c 0 (1R^96. 3%) 
[0092] _hfEMit^!jl~3-e#&>ttf'4- (3-ytm-4- (^u^u^/VT^/ti/V 

7$^/V) T^/y^y^ciy) - 7 - ^ hdf-^ - 6 - y ^/V^I^K^H-NMRcD'f 
v^Mtf^ V^^H^^^02/ / 32872^-/N^Whi-fB*^, 4- (3-^n 

[0093] Bl^^c^ttcDffPtf] 

y^77v^ - /v) y^y - 7 -y - 6 - ^y y k (^#jx) <d 

y^^/^^^i^n (c) (^rriiYjiv^o )^ WT^^i^-rioa© 
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[0094] [^1] 





5% ( W/W) 7K ?B 


m it A(M g o. m bb m m * *t ^ *± ) 


10.63 


j£ It ^-h'J ^7 A (Na 2 C0 3 . m ttt ffi M *fc it # *± ) 


11.45 


U>It 7K Ht - ^h'J 0 A (Na 2 HP0 4 . || m it ¥ *fc xt ^ *± ) 


9. 26 


>7X>l^^-h'J^A(Sodium citrate s M ^ £fc it ^ *± ) 


8. 22 


u v it * at - ±i u o a ( k 2 h p o 4 s *p % m m & xt ^ *± ) 


9.11 


m it th'J ^7 A (Sodium acetate. * P % M M £fc it # 4± ) 


8. 46 


^it7K^^-h'JOA(NaHC0 3N ^P7 l rj^^^^^^±) 


8.15 


7Kit<t^-hU^A(NaOH^P^^^^St#^±) 


13.56 


?'Jv>( Glycine. CD 4fc it # *± ) 


6.17 


d-y^ziy^^hXc^-Gluconolactone.^m^b^^xt^^l) 


2. 40 



[0095] M^^m^m*/^ 1 ?^ Q&Mffl. PftfXlt^li) /^n^/v^n— ^ 
^hy^AO^M-k jSo R D^Ac-Di-SoK FMCInternational Inc. J/tKn^ri-' 
^°ntVHr/nn-^(|g^J, j^ B B p^HPC-L, B*W^5£^±)/li£^Y^10 
/2. 3/3/0. 19(W/W/W/W)(DfiJ^-e^b,r(D^^^^K^Px.^ 

[0096] ^U^S^J^LT^l'^^v'^A (MgO) , ^^by (Na CO ) , y^H* 

2 3 

^^^-hyr>i^(Na HPO ^^gfe^hU^ (Sodium citrate), y^^K^^y^ 

2 4 

(K HPO ) „ @^^^-r-y»>i>. (Sodium acetate) , tfkWtfo^'l-hV&MNaHCO ) „ yfc^ffc 

2 4 3 

i-hy^^(NaOH) „ (Glycine) *5«J:TJ* 6 -^/i>=iy^h^( 6 -Gluconolacton 

[0097] HSiLfeiia^feSrPP^— ^^^mOOmgi* O/J^ftU 60 < C/open*5«trj* 
^|B*i-§o to, ropenjtt^a— y^5i^ST^PS-^PSL/cr^^^i-§ 0 ) 
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[0098] [^2] 



Additive 


60 °C / open, 1 week 


60°C/75%RH/open, Iweek 


HPLC 

n ii r it v i ''n i 
\j n i i l y \ /□ / 


# fl¥ * A 


HPLC 

n i j r i t v (%) 


# ff «B A 


No additive 


9 / . U 


0 . 4 U 


9 b . o 


l . O O 


IVI g \J 


97.4 


0.08 


97.2 


0.06 


Na 2 C0 3 


97.6 


0.06 


97.3 


0.12 


Na 2 HP0 4 


97.5 


0.06 


97.5 


0.08 


5 - Gluconolactone 


97.9 


0.10 


95.6 


1 .88 


Sodium citrate 


97.6 


0.1 0 


97.6 


0.09 


K 2 HP0 4 


97.4 


0.06 


97.4 


0.08 


Sodium acetate 


97.6 


0.08 


97.4 


0.21 


Glycine 


97.0 


0.1 5 


92.3 


1 .38 


NaHC0 3 


97.5 


0.1 1 


97.3 


0.10 


NaOH 


97.5 


0.06 


97.4 


0.06 



[0099] Z:WeM><£'&kM<r>& > /o (w/w) *2g?^fcf«^&<DpHt#fi?^A( 

[oioo] [is^rn^^^^^] 

|£^Y2. 5g, m\^y*isyM%:m\M, SHSltt^tt) lOg, D— 

©iB^pcs(KISSS) , W^XHtt^|±) log, *iffi-fe/H3— ^(ja^RJ, 

j^B B p^Tlfir/VPH101, Wb^XH^^^tt) 22. 5g, fcKndf-^ntT/Vfe/Ha 

Sg*fcl^ ?tt%i/V*xi—^YWMMWM, F§D n p^Ac-Di-Sol, FMCInterna 
tional Inc. ) 3g, ^TT^Wt^^l^MWfiMiO. 5g^?M^#, ttWmr£tt& 
U l«£fcfc«9H^YiS:10mg^tP^J (l^fefc»9<£>l&ff ft400mg) 2r#fc 0 
[0101] (Jfctfcfcll) lOmg^r^b^^v-^-Mcga^ 

»3Y2. 5g, y>-^7K^/^>^(|K^J)10g, D--^>^h— /V 
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liD.W^iltt^tt, ) log, &&±/i'V—MmWfl. $}&%T\?±/up 

HlOl, lift^Iltt^li) 22. 5g, tKndr^ntVV-fe/kn— ^(fg^J, 
^HPC-L, H*W»»^*h)3gSrlL-^— ^— "Cj&a-Lfco 
MM7Kjg»^»b, 5£*fc, S*£U »^#fc 0 ^©It^, ?tt$r/V* 

v—^*fhV 1 ?J>>0&^$k iQpp^Ac — Di — SoU FMCInternational Inc. ) 3g. X 

[0102] l^^i:fcJ:tWfctfc^i©^Jfcovvr, ^^ttW:#^Tofco f^Ute, 5°C, 25 

°C*5j;I^40T:ffi^-fSS75%RH-e^-^3^^ HPLC^T. ^M^fi( 

^ (Mgo) &m&is±mM cmMni) ra, ^t^^v^ (M g o) ^ie^l-ci ^ 

[0103] [^3] 



« fF ft * 


m m m i 


tt R #>J 1 


5°C / 3 Months 


0 


0 


25°C / 3 Months 


0 


0.1 7 


40°C-75%RH / 3 Months 


0 


1 .58 



& tfc fit : HPLC ^ f&l M (%) 



[0104] ££>^ Bfcffrv^te'^ Ui^iMc^n^WJ^, ^^^hy^i^J;^^ 

[0105] mmtefc^&(Wu%AERosiL(&mffim)2oo, B^r^w/vm^ms 

. Omg, D— ^—h— /V(^fP^^XH^^^±)52. 5mg, ^^-fe;VP-^(^ 
p^Tlfir/VPHlOl, ^b&XH#c5£^t) 30. Omg, tKn^^ntVkir/kn 
-^(iB^HPC-L, 0*#jt*^l±)3. Omg, ^P^/^n- *^HJ?.M 
jSpp^SAc-Di-Sol, FMCInternational Inc. )5. Omg, 7Vfk^rTV 
y^ACjRS PharmaLP)l. 5mg, ^^K^^^d— 5. Omg^t?^^^^^ 
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1fo33mg$n^7^tfm(Dffi&ff a b<Dm&&&Qte1r^bK&Q, 1000fgffc(0. 1 

[0106] &mitm m.^?*^^ v^m^m^hv^ mm^m-rhv^j^ft.^ 

mk^hVVJj&^ttl^thffilOOmgmVW, 0. l%5&#:i900mgt?L#rC^L 
[0107] f$Mbfc^^^#7^WT/M^200mgi* oAtb(»3X^O. 2mg^-#i-§ 

m^^-m^m^^mu 3%]^±<DmuAx^(Dm$ktemg—fex&<>ti 0 

[olos] iffMkmif] 

(mMM2) lmgi 

M^)Y24 s tmMM7K^4m(^MtP5±M. iSfn^AEROSILCMMS^I) 200 

^h— /KJK^IJ, j£fP^/&X|t»5£^*±) 1236g, 3|$S-fe/H3— ^(JKJ^RI, ^ 
^TtT-fe/VPHlOl, jlBft;$cX|i$:5£^±) 720g, fcKndf-^^ntr/l^fe/Ha— ^ (j^ 
FSrMHPC-L, 0^Wittt^|±)72g^Px.T^bfc o ^ 

#/Mn— X^MJ^C^^RJ, ^p n 0 ^Ac-Di-SoU FMCInternational Inc. ) 
120g, 7^/Vm.^Ty/V±hVVMWRM.}RS> Pharma LP) 36g^20L^ V77 

tco ^hKmrn^—T^^mx, ^— ^^»ltio%^k^^p— (op 

ADRY03F42069 YELLOW, 0^^^^^:^|±)7K^^fflV^T, ^MK^ 
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[0109] (HWJ3) lOmg^E 

m^OY60gtmMM7K^r4m(^fMtP5itM. iSo B p^AEROSIL(^»j®^) 200 
, 0^:T^nv?/k^^±)192g^2OL^— "CiB^gU $^^D-^^ 
~h-/V(M^L j^P^J&X^tt^tt) 1200g, ^^-fe/Vn-^(jffi^J, |@d r b 
^Ttfir/VPHIOX ^k^X^tt^:^|±) 720g, tK^^/tifcVv-fc^n— ;x 
^flk Wp^HPC-L, 0^W^tt^l±)72g^Px.T^bfc o £S?K 

6o°c) -ef^fL s<v— */v&m^^xmtLU mm&ntco ^.(Dmntt^^ 

^j;V^n-~^VV^MMWM, F©pp^Ac-Di-SoL. FMCInternational Inc. ) 
120g, :7^/l^*^Ty/^hy^A(^R^ JRS Pharma LP) 36g^20L^:/^ 

fc 0 tshicmm=i— "T4^mx\ ^^»ltio%;^k^^i3— (op 

ADRY03F42069 YELLOW, 0:fc#9^tt^^t±);fc^#£fflV vT\ ^M^=* 

[ono] mm$u) ioomg^ 

H^Y31. 4g»®4ffi7K^^(^VHb^ih^J, |g B B o^AEROSIL(^»ig^)2 
00, 0^T^n^/^^|±)4g^lL^w-?— 5=^— MtKP^ 

m?P^^X^«^:^±)40. lg, <B®mStKndr^ 
nt°/Vir/Vn-^(^^J, jSq« 0 ^L-HPC(LH-2lX {f ffi^XH$c^t±) 10 
g, tKn^^nt 0 /Vir/Vn-^(|g^J, iSd^^HPC-L, 0 ittt^lt) 3g 

£r#f- 0 icDTO^^t-, ^Wn- ^hy^^(^WJ, jgp^Ac-Di-S 
oL FMCInternational Inc. ) lOg, ^^/^XTTyj^hW^ (?t^J, JRS Ph 
arma LP)1. 5g&m&&. rT^-C^L, l^fe/c«9^ff*400mg(D^J^#^ 

o 

[0111] (tt»!|2) lOOmgle 
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lg, iSg^StKo^rv-yntVUr/Vn-^CM^J. F§Jp n p^L-HPC(LH-21), ft 
m^Jim^^±) 10g, tKndrv-^nt°/Hr/Vn-^(M^J, fSd^HPC- 

l, 0 ^Wat^^tt) 3 g ^iL^ -vm&vfto m*^;— 
;v*mmm\\\MWY^^%mm$:m^ ^<Dffl&®&m&.&mm (6o°o 

^-^^-hy^(^^^!j, fSnp^Ac-Di-Sol, FMCInternational Inc. ) 10g, 7 
-^/^m^TTV^hV^J^imnM.JRS Pharma LP)l. 5 & &m&&, fi"^"eM 
l^fe/c«9^ff*400mg(D^J^#fCo 
[0112] (H»!)5) 100mg^:K®fcE7K^^8% 

»5Y31. 4gi:«SCil*^fi|(y/WbB&JhSI, jS n R p^AEROSIL(^jS^)2 

V}*A> J kA'V—MW&ffl. j@B B p^L-HPC(LH-21), ft SftfXlt^li) 10 

^Ac-Di-Sol, FMCInternational Inc. ) 5g, ^^/^m^TTV/^hV^J^ (?t 
JRS Pharma LP) 1. 5g£^^ ttmM^M^lS&fofcVmWA^Orng 

[0113] (MMMg) lOOmgrn-MKM^^meX 

H4&Y31. 4gi:SWM^K^^(^/HbP^it^lJ, jg D R p^AEROSIL(M^j*JI)2 

oo, e^cT^t2v?/k^^±)6g^iL^— -eM^, £t>t^ feky>- 

n^t;vn- Mfc&ffl. ]Si&£l-HPC(LH-21\ ft ij^Xltt^tt) 10 
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^Ac-Di-Sol, FMCInternational Inc. ) 5g, y^r/^^TT])/^h])^J^(Wf 
^J.JRS Pharma LP)l. 5g&$g£^ tt^mxM^lti&hfz-WM^OOmg, 

[0114] mMM7) 100mg^:6f*7K^^4% 

ntW-fe/Vn— j&,&£L-HPC(LH-21\ mfflk¥XfflR&&tiO 10 

^Ac-Di-SoK FMCInternational Inc. ) 5g, ^^r/V^^rTV/^Y^M^ 
HftkJRS Pharma LP)1. 5g&U&&s fS§&ffi,~eMk^l^htC9mWM400mg 

cons] ^_h(D^J^fflv^TJ^T(7)^^J:^9 x i%fcmm&£.x$mw>nm&n<>ti 0 

§£M$:Jf9X\?>KAtl. m-imWcl^tl^k, 5°C, 60°C75%RIi\ 40°C75%(RH 

) , ~kfcfe3ox;65% (rh) -e^#b^ 0 

o R^^:0. lmol/L:^^§^900mL o 0^^: 50rpm o UWiffliU&37°C 
[0116] (Kg^JD 

-<T(DHifef?iJ^OV^, 5°C, 30°C65%(RH), 40°C75% (RH) V>T tT,^#^ 
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[0117] (&mW2) 

[0118] (U9iW3) 

mmm5-mmm7-^nhntcmm^6o o c75% (rh)-c7 0 &g##u 

[0119] £*_L©j|fe£)&>£>, y/Hkl^it^J^4~8%(D^p*-e»i-§ii:^j:t9^ H#/x£r 

[0120] (lt»!j3) 25mg|£ 

|g^Y7. 85g^D-^>-^b-/V(W^J, I^Pj^Iltt^tt) 22. 4g, ^ 
S-feyHa— ^(ja^lj, ^B B p^Ttfir/VPH101, Jiftj^Xlft^li) 15. Og, t 

Di-Sol, FMCInternational Inc. )2. 5g, 7^SV^^TV;V^hVtyMWUM 
, JRS Pharma LP)0. 8g£r$l^^ £TOl^M^bl^fefc^lC:i:200mg<D^ 
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[0121] mmms) 25mg^:gf*i*^12% 

oo, 0*r^t2^/^^i±)6g^iL^—/-?— -eti^, $£>ra— ^ 

~h-/V(M^J, ^fP^^X^tt^tt) 16. 4g, ^^ir/Vn-^(»^J N j@o« B 
^Ttfir/VPHlOl, ^k^XHtt^:^|±)15. Og, vc/ntVvir/Vn— ( 

^I^J, fSp^HPC-L, B^W^»^*±)1. 5g^Px.-C?M^bfc 0 M 



fSpp^Ac — Di — Sol, FMCInternation 



allnc. )2. 5g, ^^W^^rTy/WXy^ (? 



, JRS Pharma LP)0. 8g£- 



[0122] (^Jfe^9) 25mgs 



M200mg(D^J^#fc: o 
*S*^-f^20% 

|£#Y7. 85 g yMM*^^(^7W^lt#J, jSp R o^AEROSIL(^jSll)2 
OO, 0^T^tiv?/^^|±)iOg^lL^— a?— 5^17— -e^f, $fe^D-^>- 
-h-/KM^J, ^P^^Xm»^l±)12. 4g, ^-fe/kn— ^(W^J, jgp^p 
^Tlfir/P-PHlOl, jia^j?feX|ltt^:^|±) 15. Og, tKo^v^titVV-fe/kn— ^ ( 
^^J, ^p°p^HPC-L, 0*#3ttt^|±)l. 5g^P^.T^b^l 0 -^<D#, 

\C Pn^/V^n—^YW-^iMMM, ffipp^SAc-Di-Sol, FMCInternation 
al Inc. )2. 5g, ^^/^m^TTV/^bV^^ (?f KSJ, JRS Pharma LP)0. 8g£r 
Ma-e^Ll^fefc«9i^®*200m g (D^J^#fCo 
[0123] (H»!J10) 25mg^:g®4a*-^^8%, 

»3Y15. 7 & tmMm7K^r4m(^fMtPo±M. jgp B p^AEROSIL(^|S^)2 
00, 0^T^nv?/Vtt^|±)8g^lL^w-?— ^k-v 

^i/?A(^^b3«J, SP9M^t«^HX)3g, D-^~h-/KM^J, jft^ 

^xnw^^ss. 8 g , w^^—^mnm, FSpMTtfir/vpHioi, mt 
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fSpp^&Ac — Di — SoL. FMCInternational Inc. ) 5g. ^-^/VS^^Ty/V 
^-hy^(»?R^I, JRS Pharma LP) 1. 5g&m&&. ttmm^t&^lfS&bltQB 
fC*200mg<D^fJ£r#fco 
[0124] (Hife^lll) 25mg^:6®*i7k^^8%, y^7K^^hy^A5% 

»3Y7. 85gi:«SC*l*^Bfe(y/WbB&ihS!l, igp R p£AEROSIL(MWJ02 

oo, 0^r^civ?/^^:^±)4g^iL^w-?— -e?M^#, y^* 

mr.-rhWM&feivm. mM^w^m2. 5 g , d— ^-h-zHw^j, m 

fP^^XH»^|±)15. 9g, Jfefi"fe/H3— ^(Jgt^J, jS^p^Ttfir/VPHlOl, 

^pb^Y^#-r§3t^^#^ 0 £©^»&«^«as&» (6o°o -eieffiMi, 

^HJ?A(#l^r!k jSnn^Ac-Di-SoU FMCInternational Inc. )2. 5g, ~7^r 
/Vm^TysV^YVtrMmiRftk JRS Pharma LP)0. 8g^?Ml^L 
^Ll^fe/c«9|^WS200mg(D^J^#^: o 
[0125] (H»!jl2) 25mg^:4ffi7K^^7K^P^38% 

m^Y7. 85g^^/r^^p^(y / HbE5Jh^j, ^o^i^ry v-r, s±^y^ 

^J, ^fP^^XH*^|±) 18. 4g, ^^-fe/vn-^d^^j, jSr&^Ttfir/VPH 
101, ^b£X|ttt5^*±)15. Og, tKn^X/ntr/l^fe/^n— ^(^^J, jSn n n^ 
HPC-L, 0 ;£Wj#I«^±) 1 • 5&Z1]\}^XU^ti 0 M7k^y—/^%: 

^hyr>^(^^J, jgpfp^Ac-Di-SoU FMCInternational Inc. )2. 5g 
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, ^/^m^TTV/^-i-hV^J^imnM.JRS Pharma LP)0. sg&m&m. nmm 
[0126] (M1MM13) 25mg^:^--r^/V^A8% 

2!k SCfMb^XlSSttaS^fc) 18. 4g, ^^JVn—MmMM, j^rS^Ttfir/VPH 
101, ^b^XH*^|±)15. Og, tKndr^ 0 ntVVir/Vn— j*(jj££^r!k jSn R n^ 
HPC-L, 0^:#ig^^±)l. SgSr^T^Ut, *:<£>^ |*x^y-;^ 

jg*^pb^Y^wi-6^t^i^#fc 0 - <Dwmo*w&m.®m (6o°o -e^ 

u—^VWJ*(WiMM, ISpp^Ac — Di — Sol, FMCInternational Inc. )2. 5g 
, 7-^/vmx~rTV/Vl-by<?J>>(m HM, JRS Pharma LP)0. 8g^^, fr^HI 
-eM^Ll^/c«9^ffi200mg(D^J^#fc o 
[0127] J^_bz>£££iJ£:fflv^ B^M^XEM^fS^^^^^^^^fo^i 

[0128] [MA\ 



m n 


ft m b# 


tt is m 3 


1 5 ft ia ± 


m m m s 


1 . 2 - 1 . 4 ^ 


m m m 9 


0 . 9 - 1 . 1 # 


m m m 1 o 


3 . 9 - 4 . 1 ft 


H Jfc tf'J 1 1 


2 . 9 - 3 . 1 ft 


nii 1 2 


7 . 6 - 8 . 2 ft 


n m in 1 3 


2 . 3 - 2 . 5 ^ 



[0129] mifcM8~i3<Dir^Tfcm^x^ it^M3bit^xmm^m^M<^x^^ m 

[0130] (^^I) 
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©M^L, ic6«:100mgSg {^—T^^m ®^^^i~o 

[0131] [^5] 







^ ^ M ( mg) 


it^m 




12. 3 


m it v y * > o a 


ft £ it m 


10 




» m m 


1 50. 7 


d - v > — h — ;u 


m m m 


153 


§P ^ 7 7 t f > ^ > 


Mi it ffi 


20 


^ H iz ;u P — X 


IS ^ #J 


1 6 


t K □ > ^ □ tf ;u -tr ;u □ — x 


$g ^ 3J 


1 2 


ft 




374 


^ P ^ * jl > p — x h 'J ^ A 


ffi * 3'J 


20 


^ -7 ;u at x ^ t u ;u -f h'jOA 


» ?R $J 


6 


/J> ft 




400 


^-/^ K^-r-rxp — 


p — t- << > y *"J 


1 1 


1=1 61 
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[0132] DM 



m m i% n 


□ ft 


# ^ S ( mg) 


it m 




122. 5 


m it -7 y * v o a 


^ ^ 1b *ij 


1 0 


as * U > it 7K it ± )i> v ^ A 


« ^ *J 


37.5 


^ftT)l>7TitT>y> 


m m #j 


20 




^ « »j 


20 


fit SSI ?k 


& ^ 


S§j m. 


>h ft 




210 


H ?k 'J > i ?K 1 7J V ^ A 


is & m 


136 


>7PXj]Jl/>P-Xth'JOA 


m >r m 


8 


ftp H tz P — X 


m m m 


1 6 


t K □ 5- v ^ p t a ;u tz ;u □ — X 


m m m 


4 


*S S * 


m m 




/]* ft 




374 


^px^;u^p — x^- h 'J O A 


m m m 


20 


7 7 JHf X f 7 U ^ t h 'J O A 


m : ,R m 


6 


ft 




400 


tf- /i 7 ^ i p - 
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1 1 
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[0133] m5RZF6\£$3\^X, Tfc&W}} fctt, 4- (3-^nn-4- (^^D^nt>T^/*^ 
ir/kn— ^2910, -e^n=f— /V6000 (^^-*8000) x H-feH^^ 

ik^te^tth^fimm^ 28.0%, 10.0%, 4.o%:fe,£u*2.o%ia^(w/w%)L:/i:7V$:y^igc 

[0134] lOmg^T^Mfe^J^tSBtUfco iH 4 ^fb^^v^A, *l*y^fifeK3(l^ 
[0135] 100mg^fcmT<P£Si£fcJ:Wi£Ut, Bft'fb^^^A, 4ffi7Ky^^7K* 

[oi36] &&m<Dmw$M&M!tt&i£&&ii6^itib, mffc±.mmxh% 0 
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[l] 



[2] 



[3] 



[4] 



[5] 



(i) 5% (W/W) ^^fc«^^(DpH^8^_h^§^^ % *5 £ Tf/itfttt: 

(ii) *>TIK>IX f*^(D^fc^^^e>(D^?P^I 

H H 

NL N 
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[7] H$JJE£#i&5, 4- (3-^nn-4- (^n^ntWT^*/V*^/V) T^/^^/^r 

[8] HS&JE^tf^ 4- (3-^nn-4- (^PT'PtVVTVW^) TKT7s./* 

[9] ^3t)/&^#\ 4- (3-^no-4- (v^n:/£ifc7Kr^/#/l^— /V) T^/^y^ 

-7-yh^-6-^yy>^/v^^K»y^^/k^^^(Di^^p#;(D^ 

[10] 4- (3-ynn-4- (y^n^ntWr^y*;^^) T^y^/drix) -7-yb^r 

^-6-df-yy^/v^^5HW^^/v^^(D^^ H ^^ ^x^[U^f^*DV> 

[HljFf^S(2e +0. 2° )9. 65° *5j;tFl8. 37° iZ.mjT^—f&mT&^M} ( 
A) -efe^ff 5}<^6fE«(Z)|S^m^^o 
[11] 4- (3-^nn-4- (^^Dyot°^75/*M'-/V)7V7i7^>') -7-^h^r 

^-e-^/y^/v^i^^K^y^^/v^^^)^^^, ^x^[Hlf/r^*5V> 

[HljFf^S(2 0 +0. 2° )5. 72° *5itFl3. 84° K\bWtK °—?&mirZ>ffi£h (B 

[12] 4- (3-^nn-4- (^n^ntVVT^I^T^^i^^) -7-^b^r 

[Hl$fr^S(2 0 +0. 2° )14. 20° *5j;m7. 59° ^0#ffc o — ?&^irZ>M;M} ( 
C) -trfe^ff ^6fE*ccO|S^m^o 
[13] 4- (3-^pp-4- (^n^ntVVT^y^/V-^/^T^y^^/^r^) -7-^h^r 

Jff^&wr, HI$ff^S(2 0 +0. 2° )8. 02° *3«fctfl8. 14° ^H!#rfc 0 — ^^l" 
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zwm* (f) -ehz>m$&M.7mn&(ommM}&voo 

[14] 4- (3-^nn-4- (v^n^nfcVVT^/^/V-^/V) T^y^y^) -7-yh^r 
[@I$fr^*5V^-C, m#tfi&(29 ±0. 2° )9. 36° *5j:I^12. 40° C@|ft-^t 

i-^tH, (i) -efe^tt M^mm^mmu^o 

[15] ^X^[U$ff^*DV>-C, [U#f^ig(2 0 ±0. 2° )9. 65° *5j;tJ«18. 37° Km$T 
tf— ?&^1rZ>ffiM} (A) #\ 4- (3-ynn-4- (^n^atVV7^«^) 

r^y^y^) -7-yh^-6-^yy:/#/v^iKK ^^^^r^y^^/v^ 

[16] ^xaiUiff{-*5V>T, dl$ff^ig(2 0 ±0. 2° )9. 65° *5«fcTJ*18. 37° ^[lljff 
tT— ?&^ir%ffiM} (A) j&S, 4- (3-ynn-4- (y^n^ntVkT^/*^*'^) 

r^y^^y^) -7-yh^>-6-^yy^/v#^5H\ g^^^^t^y^^/v* 

[17] ^^X^HI^f td*5V vC, HIifT^S(2 0 ±0. 2° )5. 72° *5«fcTJ*13. 84° {CUtfr 
tf— ^Sr^rf (B) ^ 4- (3_^ n _ 4 _ (^n/ntVVT^/^/V) 

r$y ^y v-) - 7 - y - 6 - ^y y ^/v^^^^Koy^^/v^^i^og^ 

[18] ^^XHia$fH:*3V vr\ HI$ff^S(2 0 ±0. 2° )14. 20° $o«fcT*17. 59° fc0 

^ftr — f&iiir&ffiMi (c) ^ 4- ( 3 _^ nn _ 4 _ (^^ P yntvi-7^*/^^;v 
) r^y^^y^v-) -7-yh^r^-6-dryy^/v^i^$K^y^^^/v*>^^^(D 

^ 1 2f B*<Z> is^m^ 0 

[19] ^^X^HI^r^*5V NT, m$fM&(2 6 ±0. 2° )14. 20° *5j;t^l7. 59° \Z.M 
$fft°— y£#i-£!£tr H (C) ^ 4- (3-ynn-4- (^yin^ntVVT^y^/V^/V 

)T5y^^y^v / )-7-yh^-6-^yy>'^/v^i^5Kc>y^>'^7v^^^c» 
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[20] M0lft^^ [U#T^J£(2 0 ±0. 2° )14. 20° *5j;U?17. 59° 

m^—^^ir^Mi (C) a*, 4- (3-^op-4- {^uzfn\i 0 ;vT^/-fj;v^;v 
)TK/y^/^y) -7-^h^y-6-^/y^/i^^lKK BSMsi^/w 

[21] ^^X^HI^f fcSSV vT\ HI$ff^S(2 0 ±0. 2° )14. 20° *5j;r5l7. 59° fcHI 
Jflf— ?&^TZ>%£Mi (C) ^ 4- (3-^pp-4- (^nynt>7V«^;V 

^dl (b) ^p?a-r^^3t^-&^J;>9#fe^t(D-efc§, tt^isi2fB«(Dis^ij^ 

[22] t&^XHia$f IC*3V [U#r^Ji(2 0 ±0. 2° )8. 02° *3j;t^l8. 14° fc®$T 
t°— (F) 4- (3-^nn-4- (i/pv'ftt/VT^SjJ/Ktf—A') T 

[23] ffi33mm$rlZ$5\^X, HI$ff^S(2 9 ±0. 2° )9. 36° *3j;t*L2. 40° ^HI$ff 
tf — ^Sr^Tt"S3l$a (I) 4- (3-ynn-4- (^yn:7°ntVVT5;/#/Vtf;^/V) T 

[24] TiE^;(l)-e^^64- (3-^nn-4- (^n^nt 0 ;V7^/*;V^) 

^^y^)-7-yh^-6-^yy^/^^$K^b<^(D^^^^(D 

Wb2] 
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[25] TfE*S(l)-e^£;ft54- (3-^nn-4- (^^o^ntVVT^/^^^^) 75/ 

Wb3] 




1/6 



WO 2006/030826 



PCT/JP2005/016941 



[01] 



2.0 
1.8 
1.6 - 
1.4 - 



71 1.2 V 



\73 



^ 1.0 - 
A 

% 0.8 - 

0.6 - 

0.4 - 

0.2 - 



0.0 




0.0 



2.0 



4.0 6.0 8.0 10.0 12.0 

pH (5% aqueous solution) 



14.0 



2/6 



WO 2006/030826 



PCT/JP2005/016941 



[02] 



03 



CO 

O 

o 

LO 







CO 


CO 










LO 


LO 


CO 




X 






p 


o 


o 


CO 





+ 9 f 



ml/ 
Q 



<ja< 
b±rf 



ima 

G 



3c j 




O 



o 

CO 



o 

Csl 



CD 

E 



o 



o 
o 



o 

00 



o 

CO 



o 



o 

CM 



o 



(%) ouey 



3/6 



WO 2006/030826 PCT/JP2005/016941 

[03] 




4/6 



WO 2006/030826 PCT/JP2005/016941 



100 



CD 
CO 
CD 
G> 

CD 




20 

Time (min) 



40 



JMJ4(60°C/75%RH) 



J±$£#i]2(60°C/75%RH) 



5/6 



WO 2006/030826 PCT/JP2005/016941 

[05] 





(%) w$f$C0vw&& 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 005/01 6 941 



A. CLASSIFICATION OF SUBJECT MATTER 

A61K31/47 (2006.01), A61K47/04 (2006.01), A61P9/00 (2006.01), A61P35/00 
(2006.01), A61P43/00 (2006.01), C07D215/48 (2006.01) 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

A61K31/47 (2006.01), A61K47/04 (2006.01), A61P9/00 (2006.01), A61P35/00 
(2006.01), A61P43/00 (2006.01), C07D215/48 (2006.01) 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Kbho 1922-1996 Jitsuyo Shinan Toroku Kbho 1996-2005 

Kokai Jitsuyo Shinan Kbho 1971-2005 Toroku Jitsuyo Shinan Kbho 1994-2005 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAplus(STN), REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 2002/032872 Al (Eisai Co., Ltd.), 
25 April, 2002 (25.04.02), 

Claim 1; page 74, line 33 to page 75, line 2; 
example 3 68 

& EP 1415987 Al & US 2004/53908 Al 

JP 11-501343 A (Buckman Laboratories 
International, Inc. ) , 
02 February, 1999 (02.02.99), 
Claims 1, 17 

& WO 96/26997 Al & EP 822971 Al 

JP 63-28427 A (Eisai Co., Ltd.), 
06 February, 1988 (06.02.88), 

Claim 1; page 2, upper left column, lines 1 to 
16 

(Family: none) 



1-25 



1-23 ,25 



1-23 ,25 



I x | Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



* Special categories of cited documents: "X" 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international "X" 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
01 November, 2005 (01.11.05) 


Date of mailing of the international search report 

15 November, 2005 (15.11.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (April 2005) 





INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP2 005/016 941 


C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


WO 00/71097 Al (Takeda Chemical Industries, 
Ltd. ) , 

30 November, 2000 (30.11.00), 

Claim 1; page 6, line 2 9 to page 7, line 13 

& JP 2001-31567 A & AU 4778500 A 


1-24 


Y 


JP 2004-155773 A (Takeda Chemical Industries, 
Ltd. ) , 

03 June, 2004 (03.06.04), 

Claims 1 to 26 

& WO 2004/35052 Al 


1-24 


Y 


JP 2003-26576 A (Eisai Co., Ltd.), 
29 January, 2003 (29.01.03), 
Par. No. [0021] 
(Family: none) 




1-25 


Y 


JP 2002-3365 A (Eisai Co., Ltd.), 
09 January, 2002 (09.01.02), 
Par. No. [0018] 
(Family: none) 




1-25 


Form PCT/ISA/2 


0 (continuation of second sheet) (April 2005) 



E=3 



IRtttiKft-g- PCT/JP 2 0 0 5/0 1 6 9 4 1 



a. ft9KDm-tz>fr&<D&m (mmm^m (ipo ) 

Int.CL 7 A61K31/47 (2006.01), A61K47/04 (2006.01), A61P9/00 (2006.01), A61P35/00 (2006.01), 
A61P43/00 (2006.01), C07D215/48 (2006.01) 



B 



M.C1. 7 A61K31/47 (2006.01), A61K47/04 (2006.01), A61P9/00 (2006.01), A61P35/00 (2006.01), 
A61P43/00 (2006. 01), C07D215/48 (2006. 01) 



B *H^ff^a 



B^l 



1922-199 6^ 
1971-200 5^ 
1996-2005^ 
1994-200 5^ 



CAplus (STN) , REGISTRY (STN) 



C. tmibhthZ-XHk 


•ft f i> — * 




Mill- 3 


Y 


WO 2002/032872 Al (^~ifV^5£^%h) 

2002.04.25, ff^JSl, ff§7 41^3 3 ^T~^ 7 5Kf^2fi\ HJfe 
09 3 6 8 & EP 1415987 Al & US 2004/53908 Al 


1-25 


Y 


JP 11-501343 A (s^yp^l/ • b U — X • >f "t->g 
1999. 02. 02, ff^I Is 1 7 & W0 96/26997 Al & EP 822971 Al 


1-23, 25 


Y 


JP 63-28427 A (m— ifV^^#l±) 


1-23, 25 



CDSA?CD fc * \Z 5 1 Ji "f 5 % CD 

«fc o xmmm* &v * t & tiz t> © 

r&j R-/'?7 1 yh77$3-ii 



01. 1 1. 2005 



HIS 



EH 



15. 11. 2005 



B^ffl^fFJT (ISA/JP) 
§fl{M#-5§- 100-8915 



3 



SL 03 — 3581 — 1 101 



4 C 



3 2 2 9 



3 4 5 2 



5 HUS^R^ 


Hl^i±Sli#^- P C T/ JP2005/016941 




^7 =r y — * 






Y 

Y 
Y 
Y 


1988.02.06, ff^JX 1 N H 2 Hfe_hffl^ 1 ~ 1 6 ff (77^-^ 
U 

WO 00/71097 Al ®Hlp n n Ift^|i) 

2000. 11. 30, ff lv 16 2 9 7 1 3 fx & JP 
2001-31567 A & AU 4778500 A 

JP 2004-155773 A (tBlfpIlft^tt) 

2004. 06. 03, ft^Jg 1 — 26 & WO 2004/35052 Al 

JP 2003-26576 A (:r.— - f>f $&£-%t) 
2003.01.29, [0 0 2 1] (7r5!)-4U 

JP 2002-3365 A IfV $a£#l±) 
2002.01.09, [0 0 18] (77?!i^U 


1-24 

1-24 
1-25 
1-25 



